Differential transcriptional regulation of silencer of death domains in cord blood and peripheral blood lymphocytes.
We have shown that neonatal lymphocytes are deficient in TNF-induced apoptosis. Recently, a 60 kDa protein termed silencer of death domains (SODD) has been shown to prevent spontaneous apoptosis. The binding of SODD to DD of the TNFR-I maintains DD in monomeric form and prevents their aggregation which is required for the apoptotic signal. We examined the expression of SODD mRNA during TNF-induced apoptosis. Although in non-stimulated cord blood lymphocytes the constitutive expression of SODD mRNA was lower than that of non-stimulated peripheral blood lymphocytes, following anti-CD3 stimulation SODD mRNA was significantly increased in cord blood lymphocytes at 12 and 24 h, returning to the baseline at 48 h. In contrast, a modest decrease in SODD transcript was observed in peripheral blood lymphocytes. Furthermore, TNF downregulated SODD mRNA expression in peripheral blood lymphocytes, whereas it had no significant effect on SODD transcripts in cord blood lymphocytes. Therefore, differential regulation of SODD may be one of the mechanisms responsible for decreased TNF-induced apoptosis in neonatal lymphocytes.